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AB The invention concerns the use an mGluR modulator, e.g. an mGluR5 modulator, 
for the treatment, prevention or delay of progression of a pervasive 
developmental disorder. The invention further concerns the use of an mGluR 
modulator for the treatment, prevention or delay of progression of a disorder 
is selected from fragile X syndrome and fragile X-associated tremor /ataxia 
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(organic compds . , metabotropic glutamate receptor mGluRS modulators, for 
treatment of pervasive developmental disorders such as fragile X 
syndrome and associated tremor/ataxia) 
RN 913704-31-1 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-38-8 HCAPLUS 

CN 3-Furancarboxamide, N- [ ( IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl] -2-methyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




RN 913704-45-7 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl]-2,5-dimethyl-, rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 913704-47-9 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3-hydroxy-3- [2- (3- 
methylphenyl) ethynyl ]cyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 913704-48-0 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3-hydroxy-3- [2- (3- 
methylphenyDethynyllcyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-49-1 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3-hydroxy-3- [2- (3- 

methylphenyl) ethynyl] cyclohexyl] -, rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 913704-63-9 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-f luorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 913704-64-0 HCAPLUS 

CN 3-Furancarboxamide, N- [ ( IS , 3S ) -3- [ 2- (3-f luorophenyl ) ethynyl ] -3- 
hydroxycyclohexyl] - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-76-4 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl] -2-methyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913705-54-1 HCAPLUS 

CN 3-Benzof urancarboxamide, N- [ (IS, 3S) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 913705-74-5 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl] -2-methyl-, rel- (CA INDEX NAME) 

Relative stereochemistry. 
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their preparation, pharmaceutical compositions and use 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention provides compds . of formula I, to processes for their 

preparation and their use as pharmaceuticals, and their use as modulators of 
the mGlu5 receptor. Compds. of formula I wherein Rl is H and Cl-4 alkyl; R2 
is (un) substituted heterocycle, (un) substituted aryl, (un) substituted acyl, 
(un) substituted alkoxycarbonyl , (un) substituted aroyl, and (un) substituted 
heterocyclecarbonyl ; R1R2N together may form ( un ) substituted heterocycle; R3 
is Cl-4 alkyl, Cl-4 alkoxy, CF3, halo, CN, N02, CHO, C02-C1-4 alkyl, and CO- 
Cl-4 alkyl; n is 0-5; R4 is OH, and R5 and R6 is H and Cl-6 alkyl; R4 and R5 
form a bond and R6 is H and Cl-4 alkyl; R4 and R5 form a bond and R5 is H and 
Cl-4 alkyl; and their free base and acid addition salts as well as their 
process for preparation are claimed. Example compound cis- and trans-II was 
prepared by addition of l-chloro-3-ethynylbenzene to ( 4-oxocyclohexyl ) carbamic 
acid Me ester. All the invention were evaluated for their mGluRS inhibitory 
activity. From the assay, it was determined that compound III exhibited an 
IC50 value of 4000 nM. 

IT 913738~37~-1P 313738~38--2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of phenylacetylene derivs. as mGluRS receptor 
modulators and their use in the treatment of CNS disorders) 
RN 913738-37-1 HCAPLUS 

CN 3-Furancarboxamide, N- [cis-4- [2- (3-chlorophenyl) ethynyl] -4- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Relative stereochemistry. 




RN 913738-38-2 HCAPLUS 

CN 3-Furancarboxamide, N- [trans-4- [2- (3-chlorophenyl) ethynyl] -4- 
hydroxycyclohexyl] - (CA INDEX NAME) 

Relative stereochemistry. 
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1^ 1^ 



AB The invention provides compds . of formula I, to processes for their 

preparation and their use as pharmaceuticals, and their use as modulators of 
the mGiub receptor. Compds. of formula I wherein Rl is H and aikyi; R2 is 
(un) substituted heterocycle and (un) substituted aryl; R3 is H halo; X is a 
single bond, (hetero) alkanediyl, carbonyl and carbonyloxy; and their free base 
and acid addition salts are claimed. Example compound II was prepared by 
amination of 2-cyclohexen-l-one with tert-Bu carbamate; the resulting (3- 
oxocyclohexyl) carbamic acid tert-Bu ester was added l-chloro-3-ethynylbenzene 
followed by chromatograpy to give rac- [ (trans) -3- (3-chlorophenylethynyl) -3- 
hydroxycyclohexyl] carbamic acid tert-Bu ester, which underwent resolution to 
give (+)-[ (lR,3R)-3- (3-chlorophenylethynyl) -3-hydroxycyclohexyl ] carbamic acid 
tert-Bu ester, which underwent hydrolysis to give ( + ) - ( IR, 3R) -3-amino-l- ( 3- 
chlorophenylethynyl ) cyclohexanol, which underwent amidation with furan-3- 
carboxylic acid to give compound II. All the invention compds. were evaluated 
for their mGlu5 receptor inhibitory activity. From the assay, it was 
determined that compound II exhibited an IC50 value of 28 nM. 
IT :;i3V04--i0--0F 9iS7G^--31--iP 91 :->7G.i-38 ■• 

3 .13704- A ;:. - 7 -V ;.> i 3 7 0 4 - 4 7 - SP 1 3 7 0 4 - 4 8 - D V- 

S .137 0 4 - - .1 -V VU 3 7 0 4 - 'o 3 - P > 1 3 ? 0 4 - i.-; 4 - i.i V- 

9 .1 ;r 5 0 4 - 7 - 4 P 3 1 3 7 O 5 - 5 4 - .\ P 91370,5-74- 5 P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(drug candidate; preparation of arylacetylene derivs. as MgluRS receptor 
modulators and their use in the treatment of CNS disorders) 
RN 913704-30-0 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (+) . 
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RN 913704-31-1 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3- [2- (3-chlorophenyl) ethynyl] 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-38-8 HCAPLUS 

CN 3-Furancarboxamide, N- [( IR, 3R) -3- [ 2- ( 3-chlorophenyl ) ethynyl ] 
hydroxycyclohexyl] -2-methyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




RN 913704-45-7 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] 
hydroxycyclohexyl] -2, 5-dimethyl-, rel- (CA INDEX NAME) 

Relative stereochemistry. 
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RN 913704-47-9 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3-hyd.roxy-3- [2- (3- 
methylphenyl)ethynyl]cyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 




RN 913704-48-0 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3-hydroxy-3- [2- (3- 
methylphenyl) ethynyl] cyclohexyl] - (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-49-1 HCAPLUS 

CN S-Furancarboxamide, N- I ( IR, 3R) -3-hydroxy-3- L 2- ( 3- 

methylphenyl) ethynyl] cyclohexyl] -, rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 913704-63-9 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-f luorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 913704-64-0 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3- [2- (3-f luorophenyl) ethynyl] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913704-76-4 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IS, 3S) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl] -2-methyl- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 913705-54-1 HCAPLUS 

CN 3-Benzofurancarboxamide, N- [ ( IS, 3S ) -3- [ 2- (3-chlorophenyl ) ethynyl ] -3- 
hydroxycyclohexyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 913705-74-5 HCAPLUS 

CN 3-Furancarboxamide, N- [ (IR, 3R) -3- [2- (3-chlorophenyl) ethynyl] -3- 
hydroxycyclohexyl] -2-methyl-, rel- (CA INDEX NAME) 

Relative stereochemistry. 
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AB Title compds. I [A = substituted pyrazoles, thioles, pyridines, etc.; L = Ph, 
thioies with provisos; R3 = H, halo, alkyl, etc. J were prepared For example, 
N-acylation of [ 2- ( 3-dimethylbutyl ) J phenylamine with acid chloride II afforded 
pyrazolylcarboxanilide III in 98% yield. In venturia apple protection assays, 
12-examples of compds. I exhibited 88-100% efficiency at 100 g/ha (sic) 
application. Compds. I are claimed to be useful for the controlling of 
undesired microorganisms. 

IT 851758-24~2P 

RL: AGR (Agricultural use); BSU (Biological study, unclassified); SPN 
(Synthetic preparation); BIOL (Biological study); PREP (Preparation); USES 

(Uses) 

(preparation of pyrazolylcarboxanilides and related compds. as 

microbicides ) 

RN 851758-24-2 HCAPLUS 

CN 3-Furancarboxamide, N- [2- (3, 3-dimethyl-l-butyn-l-yl)phenyl] -2-methyl- (CA 
INDEX NAME) 
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HCAPLUS Full-text 



1999:732165 

131:310541 

Preparation of dimethylf urancarboxanilide derivatives 

as wood preservatives 
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CODEN: CNXXEV 

Patent 

Chinese 



PATENT NO. 



CN 1152307 

CN 1076350 
PRIORITY APPLN. INFO. 
OTHER SOURCE (S) : 
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APPLICATION NO. 



CN 1994-195129 



CN 1994-195129 



DATE 

19940415 
19940415 



MARPAT 131:310541 



ED 
GI 



Entered STN: 18 Nov 1999 



Title compds. I (Rl, R2 = H, alkyl, cycloalkyl, alkenyl, alkynyl, haloalkyl, 
alkoxy, cyano, etc.;), useful as wood preservatives, are prepared Thus, 
refluxing 2 , 5-dimethylf uran-3-carbonyl chloride with 3- ( acetylamino ) aniline in 
CH2C12 in the presence of Et3N for 4.5 h gave 59.4% I (Rl = 3-AcNH, R2 = H) . 
A solution containing 0.1 w/v% I (Rl = 3-Et, R2 = H) gave complete control of 
Coriolus versicolor and Tyromyces palustris. 

RL: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse); BSU (Biological study, unclassified); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of dimethylf urancarboxanilide derivs. as wood preservatives) 
160718-23-0 HCAPLUS 

3-Furancarboxamide, N- (3-ethynylphenyl) -2, 5-dimethyl- (CA INDEX NAME) 
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CONH ^ ^ 



The title compds . I [Rl, R2 = H, alkyl, etc.; a proviso is given] are prepared 
A solution containing 0.1 w/v% 2 , 5-dimethylf uran-3-carboxy- ( 3- ethylanilide ) 
gave complete control of Coriolus versicolor and Tyromyces palustris. The 
activities of 21 compds. I against Coriolus versicolor and Tyromyces palustris 
are given in a table in this document. 
16G718~23-GP 

RL: AGR (Agricultural use) ; BAG (Biological activity or effector, except 
adverse) ; BSU (Biological study, unclassified) ; SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of dimethylf urancarboxyanilides as wood preservatives) 
160718-23-0 HCAPLUS 

3-Furancarboxamide, N- (3-ethynylphenyl) -2, 5-dimethyl- (CA INDEX NAME) 
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Parkinson's disease e.g. Parkinson's associated levodopa 
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PATENT NO 
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LA PG MAIN IPC 


WO 2009047296 


A2 20090416 


(200930) 


* EN 48 [0] 
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A3 20090820 


(200955) 


EN 
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A 20090616 


(200982) 


ZH 


APPLICATION DETAILS 








PATENT NO 


KIND 




APPLICATION DATE 


WO 2009047296 


A2 




WO 2008-EP63544 20081009 


WO 2009047296 


A3 




WO 2008-EP63544 20081009 


TW 2009024745 


A 




TW 2008-139070 20081009 



PRIORITY APPLN. INFO: US 2007-979486P 20071012 
US 2008-50333P 20080505 
AB WO 2009047296 A2 UPAB: 20090514 

NOVELTY - In the treatment, prevention or delay of progression of Parkinson's 
disease and/or a disorder associated with Parkinson's disease, metabotropic 
glutamate receptor (mGluR) modulator is used. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for the 
following : 

(1) a pharmaceutical composition comprising mOluR modulator, for the 
treatment, prevention or delay of progression of Parkinson's disease and/or a 
disorder associated with Parkinson's disease; 

(2) a kit comprising mGluR modulator and instructions for using the 
modulator in the treatment, prevention or delay of progression of Parkinson's 
disease and/or a disorder associated with Parkinson's disease; and 

(3) a product comprising mGluR modulator and levodopa (L-dopa) as a 
combined preparation for simultaneous, separate or sequential use in therapy. 

ACTIVITY - Muscular-Gen.; Antiparkinsonian. 

MECHANISM OF ACTION - Metabotropic glutamate receptor (mGluR) (such as 
mGluR5) modulator; Metabotropic glutamate receptor 5 (mGluR5) antagonist. The 
compounds (I) were evaluated for inhibition of glutamate induced elevation of 
intracellular Ca2+ concentration measured in recombinant cells expressing 
human mGluR5a and showed IC50 of 1 nM to 50 mu M. 

USE - In the preparation of pharmaceutical composition for treatment, 
prevention or delay of progression of Parkinson's disease and/or a disorder 
associated with Parkinson's disease such as Parkinson's associated levodopa 
(L-dopa) induced dyskinesia, Parkinson's disease non-L-dopa induced dyskinesia 
in a subject (claimed) . 

ADVANTAGE - The metabotropic glutamate receptor (mGluR) modulator 
compound is potent mGluR5 modulator; an mGluR antagonist; an mGluR5 antagonist 
that effectively treats diseases with reduced adverse side effects. 
AN.S DCR-2025052 

CN.S Furan-3-carboxylic acid [ (IS, 3S) -3- (3-chloro-phenylethynyl) -3-hydroxy- 

cyclohexyl ] -amide 
SDCN RBIYDR 
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AN.S DCR-1392798 

CN.S 2-Methyl-furan-3-carboxylic acid [ (IR, 3R) -3- (3-chloro-phenylethynyl) -3- 

hydroxy-cyclohexyl] -amide 
SDCN RAOKGV 



0 
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=> D HIS NOFILE 

(FILE 'HOME' ENTERED AT 14:25:58 ON 05 JAN 2010) 

FILE 'REGISTRY' ENTERED AT 14:26:04 ON 05 JAN 2010 
LI STRUCTURE UPLOADED 

D 

L2 50 SEA SSS SAM LI 

L3 26406 SEA SSS FUL LI 

L4 STRUCTURE UPLOADED 

L5 10 SEA SUB=L3 SSS SAM L4 

D SCAN 

L6 138 SEA SUB=L3 SSS FUL L4 

FILE 'HCAPLUS' ENTERED AT 14:30:34 ON 05 JAN 2010 
L7 6 SEA SPE=ON ABB=ON PLU=ON L6 

FILE 'WPIX' ENTERED AT 14:31:05 ON 05 JAN 2010 
LB 0 SEA SSS SAM L4 

L9 7 SEA SSS FUL L4 

FILE 'BEILSTEIN' ENTERED AT 14:31:27 ON 05 JAN 2010 
LIO 0 SEA SPE=ON ABB=ON PLU=ON L6 

FILE 'MARPAT' ENTERED AT 14:31:34 ON 05 JAN 2010 

Lll 12 SEA SSS SAM L4 

L12 285 SEA SSS FUL L4 

L13 STRUCTURE UPLOADED 

L14 8 SEA SUB=L12 SSS SAM L13 

L15 169 SEA SUB=L12 SSS FUL L13 

FILE 'HCAPLUS' ENTERED AT 14:45:11 ON 05 JAN 2010 
D STAT QUE L7 

FILE 'WPIX' ENTERED AT 14:45:28 ON 05 JAN 2010 

D STAT QUE L9 

FILE 'HCAPLUS, WPIX' ENTERED AT 14:45:42 ON 05 JAN 2010 
L16 13 DUP REM L7 L9 (0 DUPLICATES REMOVED) 

ANSWERS '1-6' FROM FILE HCAPLUS 
ANSWERS '7-13' FROM FILE WPIX 
D IBIB ED ABS HITSTR 1-6 
D IBIB AB HITSTR 7-13 

FILE 'WPIX' ENTERED AT 14:46:38 ON 05 JAN 2010 
LI 7 4 SEA SPE=ON ABB=ON PLU=ON L9/DCR 

FILE 'HCAPLUS' ENTERED AT 14:47:18 ON 05 JAN 2010 

D STAT QUE L7 

FILE 'WPIX' ENTERED AT 14:47:25 ON 05 JAN 2010 
D STAT QUE LI 7 

FILE 'HCAPLUS, WPIX' ENTERED AT 14:47:38 ON 05 JAN 2010 
L18 7 DUP REM L7 L17 (3 DUPLICATES REMOVED) 

ANSWERS '1-6' FROM FILE HCAPLUS 
ANSWER '7' FROM FILE WPIX 
D IBIB ED ABS HITSTR 1-6 
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